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L ; 
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X v> c i _. 6 T ;i/ * )V £ gg ! iBfsof 

4 ] z roast* tt^tu nwRarc* * i mm^t^ 

o 

Mf*g 5 ] Y a i) , Z a jft*g 1 |g«o< frfrtt 

o 



[0 0 0 1] 
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3/ 



*§&wit, mmrs. ymmmm-tho ^^kwl<^ wf^^f^ 

[0 0 0 2] 

V^h**^> (somatostatin) (i, jlpMH?- (somatotropin rel 

ease inhibiting factor ; SRIF) tLt, 1973&Z&BiZtitz 0 

£>K **iHMlSSnU. SSTR2, SSTR3, SSTR4*3 J: 0«SSIK5 1 *« $ *ITV>* («*. 

, WF^f^ Miatt| ^ wtni/tN K(octreotid 
[0 0 0 3] 

1) 5* 



£±iiE#2 003-3105014 




*mm?z ^ac^r/nr** ; z1(±o,ch 2 ^^ ; E(iso 2 ,co^£ ; murnz* 

^*^1rZ>l-^) ; GmXEZtzltCt: ; Yf±C(0)^£ ; XliNR" 

CRll»i7K*«^ Ci-gT *«r;A*«ltt5-10H*^Ty- 

; Z2(i 0 , CH 2 ^£ ; Qtt - (CH 2 )x-V- (CH 2 )y- <x* «fc tfyttafc LTO, 1, 2 
,3,4,5i**i6* ; Vtt6-12HJH314 L< li^ar#3|Ms* ;R8»i**«^f* 

:r 1c «4***^* ;k{io^/c(ii*^i-] ft* 

2) ^ 

[ft 3] 



n 

n'—c—z' 



C= 0 R' c 

L I 

Z* (C)k- 



**«^*fcttc w r>i/*A,*r ;zifio,CH 2 ^^ ;e(±so 2 ,co^^ ;jnumz®& 

ttimi-X+v) ;GttN.CHSfcl4C* ;YI4C(0)** ;Xt±NRH 

;Z2«0,CH 2 ^S: ;Q(i-(CH 2 ) x -V-(CH 2 )y- (x* *tfyttaffiLT0.1.2 
.3.4.54fctt6*;VI*l-4ON^J:i«)-2«>0*3fe»4St^ ftftk «MMfcffl$ 



ffiiE#2 003-3105014 



#12002-335661 ^-y 

* ;m±7kmm^z ; knot tzm^^ir) T~mzti2>it&ydtfzi±z<Dm.m± 

3) ^ 

Wb4] 

/ ^ 0 

Ar-X-N^ Y— - — Z-W 

fiNf fcttffl* ;W{±-N(R 2 )-CH2-Q-CH2-N(R4)(R5)$^(i_ N ( R 2' )-CH(R3)-(CH 2 )n 
-N(R4' )(R5' ) [R2 r^j^-rS^ ttiLTTK**^ l^Ji^n^f- 
fi h y 7^^-n^^;«-eSm^tLTv>-c^ J; v^T^^M^ ; QiiC 6 - 10 
7';-;M££;r2' ,r4' £^5' tt> «2Lr**I^ lflJBLh^n 

Kb 5] 




L»*« (#It»3#H^) 0 
[0 0 0 4] 

4) ^ 
Kb 6] 

X-Y-Ar 
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CsS*. Ar(iiHM|,tWUv^fM;Xl^fl/>, S, SO, 

ii) R 1 £ J: tfR 2 tt-JtfcaroTIW+iamJK^fc t * K«at*Ltv» 

iii) R 1 i^±R2|iB5th^fM^^Lt-(CH 2 ) n -N=^t^ 

4#HB) o 

5) 5* 

[ft 7] 



, ri t r2 t it mm* * mmm* tti> kh&s ** l r v> x t x ^mmmmw 
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or, C (R9) (R9f± 7 jc^JiH\ *Vu*lsttzl±C 1 - 6 T^*Ji<Zm-t) t 

) o 

6) 5£ 

ri* ct v&i±*mm*t lx^x *> * v*ci_ 6 r****3*i-* 

Q »±«f ^ i l ft t 6 a; - -9- - £ ^ L ; 

Ylt^if:(i-CH 2 -Y' - (Y' l*&***t:K±m<Dm**. 1 *v> L 

ot> C (R5) (R5«**«^ fcK***4fcttCi- 6 T**>u*3W t 



tB!iE# 2003-3105014 



2002-3 35661 



R4{±«^**^r LTV^T j: v^« S> ***** Ltv^t <> i v> C 3 _ 9 v * 

) o 

[0 0 0 5] 

x^K^V/n^ (Endocrinology) . 136^ 3695-369731, 1995 

M^X 77-73D^ t-fxvvX (Trends in Ph 

armacological Sciences) „ 87-94K. 18#, 1997^ 

*M3LZ/x (Life Science) > 57^, 1249-126531 > 1995^ 

mm&mmwo 98/45285-s§v*>7w h 

l^ffl#stffiIS^gg^l086947^^|H# 

BRfc&M#W0 99/52875-^ > 7 U y h 

Mmftm^W 01/25228#/^:7 W Y 
HMWtm 6 ] 

SRfc&RJI&WO 02/ / 16350#/^> 7 1/ y h 
[0 0 0 6] 



ffiSE# 2003-3105014 



#SI2 002-335661 



if&m*m&: Lxdt-tz mm] 
mmz&^x, mm&t Lx<Dmtit z &n&&tztt&<®<Dmm*wm2tLx^ 

[0 0 0 7] 

imm * m&i- 2>tztb <D^m 

1) 3* 
[ft 9] 



Atm&Lxm&-rzmmm*&£V!B tti> wan L7M*mm*xx*&ai 
l ; 

r 3 &. 7X^jh^-> mmm^mLx^xii &^%k<k*mm*tzimmm*^Lx^ 




■B— N: 



(I) 



mffiE#2 003-3105014 



#K 2002-335661 V 

m • 

2) R^TK^il^^Tt^g^S^^LTv^r & J:v^Ci-6T;v^;i-"e^)-i><b^ 
(I) ; 

_ 6 T;u^;ur^^^t/ (I) ; 

4) z*m&&*^Lx^xi> £^mmx*$>&it&m en ; 

5 ) Y a -h^^x-h ^ > Z a rt*7KifIiW 1 -e& & f fc£-^ ( I ) ; 

6) it^t? (i) ^^Lr^^mmm.m^} ; 

7 ) • w h * ^> tuts 6 ) tmom.mm ; 

10) yvf^^yty^y 2 ^»ait^ i> is 9 ) ffi«o«;% ; 
1 1) M^*7t{«^^-#^co^|?5 . v&i^T-&£jtfrifi6) ISfc<7)&j&%; 

1 3) ff9UMfr£ft6tt (i) <D^®m*$t-5-irz>ztZ!%%kt-fz>, mm%m 

1 4) *«*4fettitm*^fio^i».fi&***«aEi-*fe*^ it^-t/ (i 
) omm ; 

1 5) ft*JMIrKfcfr* (I) o*«t*K#t*ii:tWii:t4, M4Utt 
[0 0 0 8] 



ffigE# 2003-3105014 




#H 2002-335661 



^-v: 11/ 



mkttxmo&m&mtLx^ ±7*v>, 7)v*v> 

tf7V-;K fTV-iK ^ y ^ rv ^ ;K ^^^^ ^ yjJ . 
fcfv>^ fvyy, ey^^ ey^y>, i,2.4-sf*-9-y 

TV-*, l,3,4-:t^vTv-;K U,4-f7y7V-;K 1,3,4-^T^ 
7 7fy, ff77-j^ J rt^ w .t ) ^ o 

(#SL.<tt94fcttlOJ|) 0«^5|b*(»*L<tt2*v^L4jtet, ££>«?2 

-;K ^>X^^-9-v'-;w ^>vYry-;K ^yX/fvfry-;K t7f 
7 ^w^ 7x;*ts;>, 7*?^ ^7^»;i?> 

, *^VV^ y>;'J>, *;Wn'V^;k fi-XfrtfVls, 7^Jy>, 7l 

[0 0 0 9] 

It Ate, g£ 
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^-v': 12/ 



litl 0] 

R 4 R \-- 
Za-Ya-^^Y-; 



ii^-Ci_ 6 r;v^;^r ^ 7 (M. y-f-;vr^/, jc^r^y, yn^r^y 

[0 0 10] 

trti, t;i^;k ta^— /k ;K y^D7W, v^n 

T;i^-;k t>;-;k T^i^i^^^f £>*l£ 0 do?*,, JUJITO J: -5 

a) Ci-eT^MflU y^;K 7ntf;K ^fy/n^ y^;K -Y 
y^-f-;K sec-7'^;i/ N tert-y-^K ^y^-;^ ^ ; 

b) C2-6T;t^-Mt?!k Hx;k ^y7*B^ 2-yfx^) ; 



fflfE#2 003-3105014 



2002-335661 



d) ^ >4f^f tl^Ltv>T ^ i v^C 3 _ 8 y ^ n 7;V^r^(^ i/^ D ynn> 
N y^n^f;K v^n^^^-;^ v^n'Mrv;^ v^n^^;^ v^n* 

-)V, i/?U-7y--)V, z/two-T-fr, v^n^ilr-b-^, v^n^T-T-- 

f) C 6 -i4T V -;WM> 7x-;k l-t7f;K 2--t--7^-;K 2-4>T'-)l< 

g) C7- 19 r^;V^^(^!l, ^>S^;K 7x^f;K v7^;1^?-;k ftj 7x 
, S-^-^ynk^K 4-"7^^;pr^;K 5-7^~;i^>?-;i,) N L < 

[0 0 11] 

riM^iT^ri z^mtTtmm K&nz> ra&afej atit 

*LTV>T*> iv^d-eT^n^v, ^nyHbS^LT^Tt iKi- 6 r;^^ 
' >VW ^A ^nk>r?A x^ 

- 6 7;V*;U-#;l^-;K Ci-eT^n^v-*^^;^ C 6 _ 14 T V 

^>^;k l-t7W;K 2-t7b^;v) , LT 
v»r<>J:v»«ff^^)K-^ C 6 -i 4 T';-^^^v-*;i,^-^ 7x; 



thlE# 2003-3105014 
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^-v: 14/ 



, L<{iy- Cl _ 6 7;^;l/-*;w 
, ^xf;^;w^^;K .x*-/^ ?-/U*/W**>f /I/), C 6 _ 14 T U # )V 

th+y^^m^ K) , Ci- 6 7^^^;i/*-;^^ j*^*^ 

l-t7h>fmy, 2-t7h>fWv) „ Ci-6 

[0 0 12] 



thiiE#2 003-3105014 



2002-335661 



15/ 



•>*)«:*U^T4 iv^Ci_ 6 T;Vn^v^ *h*~>, xh^y, 

, y7;^n^Hy, > i; }> x^y 2,2,2- h >; 7 fr* 

Dx ^^ ^ntf*^ ^vrn^y, 4,4,4-b'j7;vtny 
>#v> ^V/f^fy, sec-rh^rv, ^>-^;V^-^-> % ^~>;V;*-^->& 

^ nk ° ; ^^> ^^nfw, fWf*, sec-^J^t, tert-r*- 
[0 0 13] 

mtk\i*L7&<n&mm&<Dlkm%Wt LTfi, l-,2-££{i3-fcfnv^-;v 
; 1-, 2-,4-S jfc*45 — f 5 ^VV ; 2- 1 *:«±4 — f 5 ^/y ; 2-, 

3-4fctt4-fcr?Vy$>.=./i' ; l-,2-,3-^^{±4-tf^V^-;i/ ; l-*tzte2 

2-t7t{i3-^^-;v ; 2-ttzit3^yv^ ; l-,2-ttzm-\£uv )V ; 1-, 
2-*fzte4-4 ^ /I/ ; 2-,4-t fcm-TTWA' ; 2-,4-£fc«:5-* 

;3-^fyf-ry^ ; 3-^f y**^vy ;v ;2-,3-£ fcwa-ey 
^ a/ ; 1-, 3- * tz m- m. 9 vy ;v ; 2- t? 7 y ; 2-, 4- t fc {±5- e v 5 



fcbfE#2 003-3105014 



#M 2002-335661 



• 



i;=.)V; 3-f ?zl±4-\^)rz;-)i<; U,4-tW7y-^-5-^v;i, 
2,4-t+f^7y-;V-3-^l' ; 1,2,4-^7 vT V-^-5--f )V ; 1,2,4- 



f7y7/-;i/-3->f ;v ; 1,2,3- h r y; ;v-i--f ;p ; 1,2, 3- h 1; ryy 
;u-4-^f ;v ; 1,2,4- b 'j r ;v-i-^ ;v ; 1,2,4- h >; 77'J ^—3 — f ;v 

[0 0 14] 

l&v>L510. fiFt L < {il^v>L3j@<7)^Nn-^>j^^(^ii^ 

, yn/NV^K T^y^OK ^-y-y )V)i*¥tfm?bfrZ> 

o Mit Ltli, T-lr^;K ^7^nn7W, h V 7^tn7W, h 
i;*nnr-fcf-;K y°n/NV ;k y**y^;K ^>*y^;K 

tUli, fllx-f*, ^n^-y^^, ^y^n^y-f^ 2 -T-y^f;K 3- 
ry-r;i/, 2-7n-f;K 3-yn-OK 1; y #;y^-;t^ V ; ft )\, 

— ;K e n 1; *j y - \ - 4 )v # )V ;k 4 y k V )V t> jv )v & t*j) s mf h 

tarn [m^m^mLx^xi>x^m.mw^^^4 \zmf%> mmmx^ 

;K 2- \£ v V)V * )W^= 4 ;k 3- tf 1; V)V ft /w*t 4 ;k 4- e V # ;w<? 
*-f;K 2-^-ai-^^;w^^;i/ > 3-f-ai«=.;i/^;w^^;K 4 y F V )P ft )U 

^> 3^i)^Ltv>t^ iv^Ci-er^^^x^^^^^ y^;vy,;i/^ 



mtE#2 003-3105014 



#M2 002-335661 



*t—Z?l 17/ 



sec-T^;!^^*^;!^ tert- 7?- )U X )U * ~ )V) % t*j) s mfb 

Hula r^n^^fc^tLT^rt «kv*ci_ 6 r;v^r^-*^^-9-^ kj tLx 

it, ^l£lf> l&^LSlS, SFt L< f±l^v>L3ia^Nn^>^(^ -7^^ 

Tli, T-b h T ^ K\ h'j7;i/tn7-bf7U\ 7°n^>7^ K r*^T^ 
[0 0 15] 

tufa rems^#LTv>T^ «tv>5^v^L7^o^^*j N m&m^Lx 
^x^x^mmm*^-*} isxv rmnrnzmLx^x^x^mmm**^ 

**vk ^ha, y/y, ^^n^><t:$ttTv^T^ ct^Ci-eT^^;^ 
i-gT^rr^rv-, An^>j^^t^TU^Ci- 6 7;i/^r;Vft, t pn^y 

;vr^y\ rn^r^, 4 v^ntf^rs a t-w^, y^w^ 

y\ ;>M.^TSy, •^■7 p ntf;VT^y, ^7f;P7^, xf;MW5y 
X^X*>&^Ci-§T)V*)V-*))\,tf=.)V, Ci- 6 T;Vn^v-^;v^-;K * 
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^-v! 18/ 



■9-5 KK Ci- 6 r;v^r;i/x;i/^-;i/T$ y (M> ^f;vx;^-;v7^, x.?- 

^f;^;W^^;Vt + y, )Vs^4 

to. 7-yyv^))v) % t*&mf buz, mm&om^ m^i^L3mx$>^ 

[0 0 16] 

Sf> a^SDSr^LT^r & «fcv^Ci_ 6 T^^;i/(M, **-/K xf;K ynn> 
, -<v:/nk:;K -7^;K ^fvrfJK sec-:7^-;K tert-^;K 

> 2,2,2- h >; 7iVtDif)K ^>*7;V'3j-n.x^/K y° n t: 3,3,3-].,; 

^ 5,5,5-h'j7;l/tn/<>f;K ^3->;K 6,6,6- ^I/^d^v;^^ 

, i&v>L5i@. ft$L<m%^L3mo^ur>m : ?-(M, 7vm, mm. Mm 

ii, v^n-^nt^K y^D7*f;K v*n^>^;K v^n-\*v;K 4,4- 
^nnv^n^v;^ 2,2,3,3-f f77;^ny^n^>f^ 4-^nn 



Bmf 2003-3105014 



#112 0 0 2-3 3 5 6 6 1 ^->? 
v ^ n ^ * v ;v & ifrt^f *l & <, 

[0 0 17] 

trv»r*j:v»54^L7ji©itewiaj tt-ctt, tfi^tmm mmmzmv 

o 

[0 0 18] 

«Aici$»t& r«^*j r*sy6**tr^Tfej:v*c6_ 14 rv-^* 

SIAfcfctf* mtfeltj riKfc»**L < rv»rfcJ:v»C7« 1 9r9A'^ 

l-t7f;V/f;i/t^y, 2— J- 7?- /I/*?- /I/ 2,2-V7i-^x^ 
3-7i-^^ntr^*^5/ % 4-7x-;l/7W^'A 5-7^-;v 

Lx\,*xi>±^c 7 - 19 T7)p*)v**z/] K&it&m&mtLx^ mib 

[0 0 19] 
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m.Alz&lf& \W&m X&Z \T^)V] tLXl±, ^ : _ C0 _ R 7^ 
-CX)-0R7. -C0-NR7R8, - C S-NR7r8, - S 0 2 - R 7a^ - S 0-R7a, -S02-NR7 
R 8 C^f. R7{i(i)7X^^ (ii)Sm*^^rLTv>T^«tv^fc 7 >c**> t 
fcli(iii) I«*^LTV»T4 ZWmmX* ;R7a{i(i) LTV» 

[0 0 2 0] 

»433WO(i) 2«KttX«, (iii)7*V>U0Jl** 

7v*u;k fryj^ **-9-vy/K ^ v*-*-9-vy/K t? 

tf7^-;K fcfySv*-;K tfy^v*-;^ i, 2 ,4-*+t^7^^ 
, l,3,4-tWT7'j;K 1,2,4-^T^TV^;;K l,3,4-f7^77V^ 

^X**^yy;K ^>-v^-tv*';;k ^>X^yf7y-;K t7h[2,3-b] 
*7*-ys>=/K '»7V-;k 



£BfI#2 003-3105014 



#IH 2002-335661 *; 

[0 0 2 1] 

yi; - ;k f7'/'J v^;K fh7t KnfrV V >K x h 7 Kn >f yf 7 y 

7^7 h [2,3— b]^^y jc— ;k f F7t: Kn^y^y ij-^, ff7tKn^; 

^K'J-^, -TV^>KU-;K T h 9 Knf-jcy [2,3-c] fcf V V 
->K fh7tKn^yX7^'-;K jrf^KKn^W^ x h 9 t 
Kn7xt>f>jy-;K MttFn7xyf7y'-;K MttKD7iy 
*^>^;K fh5tKD7^?y-^ r F 7 t Knt7f J ^ h 9 

tKnWJ-^, fF7tKny>/ij^K fFyliKnj&^/'J^ 
ff9KKn-jj-*W-^ fF7HKn7^'Jy-;K ff5bKn7 
:t?-S>— /K f F7tKnft^t>7-;K t7^t Kn^f y^yij-^^^ 

tf v * n [2.2. 1]"\7** f#W&*L* 0 
[0 0 2 2] 

m rm.mm*#Lx\,*ri> x\t*mmvmi k&v2> rgm^j tLxa, mm 



tBiE#2 003-3105014 
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^-v: 22/ 



RS-e^^tL^, rCi- 6 T^^r;Vj tLXii^ flIAtf, y u kf 

;K ^fy/nt:X -fV7f;K sec--7^;K tert-^;K -<>^- 

sutnimj *c&*t& r^a^m^j atii, #uf4\ ^m^wic^^ 

\fb*LZ> 0 *«]JtLTf4, 7y>jy>, 7WS», */l/*y> % 

^'jyv, ^r/^ enyy^ r-bv>?>, r^>, a^^k 

De,J5 ^ 1.4-v7-feV^ ; ^it/^tL^, Wf^fp^T^ 1,2,5, 

nnfcafe**LTv*ri iv*«[*tt3i5j|tj n&*t£ r®m^j tLta, m 

IB mtft*«r*LTV*T<>J:v»5«r^L7j|Ott3|f5|HlfJ fc**t* rg&*J tL 
[0 0 2 3] 

®* rrv;i/J a, $?tb<*4 > #>i//t*>f/K 

tert-!/h*V*^#->U), fi**^^LTV>T X V>C 6 _ 14 
;K 2-f/^f;K 3— r/>f;K 2-7n^^ 3-7n^;K 



£HiE#2 003-3105014 



&m 2002-335661 
^ L < liv-Ci_ 6 7;^;i/-*;v^^^(^ ^/ujfr/i^t** 

*/u/**>f/K 3-kfy 4-t?'jy>*;w^^;K 2 -f- 

x^;v*;^^;K 3-^-^-;u^;w^-f;i/) , ^uy>^tiX^Xii J; 
v>Ci_ 6 T;i/^^^;v^~;v (flu **-/1/*/1/*.=l/i0 „ tM5:^LTv^i 
iv>C 6 -i 4 T';-;^;V^^;K ^^7r*>f^^j ( &/&>T-fc, Any 

i^C6-i 4 r'J-;^^-;v (flu ^>-tf - ;^ l-^^v^ 

[0 0 2 4] 

v*5*v»L6Jltt*at*/U#-/kJ , r«JJMt«Lr^T*J:v»C6_ 14 Ty-^ 
J l"gifcg£^fLTv>-cfc J:v>c 6 _ 14 TV-;^;v^-;vj mistf* |~« 

[0 0 2 5] 

stAtc*5tt* riE&sj x*%>%> rrv^r^yj am ^ati ntna rr 

J 0St<{± > 5£ : -NR9-C0R10, -NRS-COORlOa^ -Nr9_ S 0 2 r10 a % _ 
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^-v: 24/ 



NR9-CONRlO R 10b &l±*XM¥*t:KCi- e TJU*** ; Rl0jiiRiBR7 

*-^7A/)^WWb^ 0 
[0 0 2 6] 

<tf\ s:: -o-coRii, -o-coorh, -o-conhrii r" finning 

*>K «&aS£3TLTv>T& J: v^_ 14 7 'J - ^ ;v^^t ^ y (i, 



ffilE# 2003-3105014 



#H 2002-335661 v 

m • 

[0 0 2 7] 

*ltv>t& «tv^ci_ 6 r;v3^v. ^nrwk$tLTv^T<> j:v»ci- 6 r^*^- 
^i^ci-eT^^^rv, ^ur>itztix^Ti> J^d-er;^;^^ r< 

[0 0 2 8] 
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v : 26/ 



^n^WtSrt/Cwcfc J:v^Ci_ 6 T;v^;^^- N T^y. ^ey-fct 
< tty-Ci_ 6 T/Mr/l/T3>\ ^n^>>ft£*iT^Tfc «fc^Ci- 6 7;i^^-£ 

[0 0 2 9] 

CO-. -SO-. -S0 2 -. -NR12- (Rl2|i^ c5 ( f j R ^ g^*^T L-Tv>T * i v> 

i V >2lffiOC 2 _ 6MbtJHb*%ifc* *if *L* 1 ft L5«* ft £ 2 «*ft 
[0 0 3 0] 

rg&2g£;£LTv>T&iv>Ci_ 6 7;v*;i/J Ki3Jt* rCi_ 6 7;v 
£ LTfi. ^f;K ^n^, -fvyntf/K 

-fV/fyK sec-T^K tert-T^K ^4- ->;i/& &vm\f h ft 

rsm*Sr^Lrv^T^iv^Ci_ 6 T;i/^;u-*^^;i/j rci_ 6 

rfM^Lt^t^±^Ci_ 6 7^;^;Ktc:;i,J tcfclt* rCi_ 6 T 

^ ;V * - ;i/ > ter t - 7* -f - ;V y. ;U ft - ;v ft <h^;p \fh*L%> 0 
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[0 0 3 1] 

Ci_ 6 WWlftfto*t**J tun, flfl^ff, 

(1) Ci_ 6 7>Mr -CH 2 -, ~(CH 2 ) 2 - N -(CH 2 ) 3 -, -(CH 2 ) 4 -. -( 
CH 2 ) 5 -, -(CH 2 ) 6 -, -CH(CH 3 )-. -C(CH 3 ) 2 - > -CH(CH 3 )CH 2 -, -C(CH 3 ) 2 
CH 2 -, -CH(CH 2 CH 3 )CH 2 -. - (CH(CH 3 )) 2 -, - (CH 2 ) 2 C(CH 3 ) 2 -, -CH 2 C(CH 3 ) 
2 CH 2 -, -CH(CH 2 CH 3 )(CH 2 ) 2 -. - (CH 2 ) 3 C(CH 3 ) 2 - > - (CH 2 ) 3 CH(CH 3 )CH 2 -) ; 

(2) C 2 -67;i^~W^(flk -CH=CH-. -CH 2 -CH=CH-, -C(CH 3 ) 2 -CH=CH 

-CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH=CH-. -CH=CH-CH=CH-, -CH 
=CH-CH 2 -CH 2 -CH 2 -) ; 

(3) C 2 _ 6 T**-P>(M, -C-C-, -CH 2 -C=C-, -CH 2 -C=C-CH 2 -CH 2 

[0 0 3 2] 

ftffS rflHfc***LT^Tfb iV^Ci_ 6 T^^;l/J , rtt^»^^LTV>T^ 
i^d-eT^^r^-^^^^j , r«MlttUwT4J:v»Ci- 6 7^ 
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[0 0 3 3] 

LT^T^i^d-eT^^lxX^ -CH 2 -, -CF 2 -, -CCl 2 -> -(CH 2 ) 2 - 
, -(CH 2 ) 3 -, -(CH 2 ) 4 - N -(CH 2 ) 5 -, -CH(CH 3 )-, -CH(CN)-. -C(CH 3 ) 2 
-CH(CF 3 )-, -CH(CH 3 )CH 2 -. -C(CH 3 ) 2 CH 2 -. - (CH(CH 3 )) 2 - N -CH(CH 
2 CH 3 )CH 2 -, -(CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 -, -CH 2 C(CH 3 ) 2 CH 2 - S -CH(CH 2 CH 
3 )(CH 2 ) 2 -, -(CH 2 ) 3 C(CH 3 ) 2 -, -(CH 2 ) 3 CH(CH 3 )CH 2 -) ; 

LTV>T*> iv»C2_ 6 r^-l^^(«, -CH=CH-, -CH 2 -CH=CH-, -CH 2 - 
CF=CH-, -C(CH 3 ) 2 -CH=CH-, - C H 2 -CH=CH-CH 2 -. -CH 2 -CH 2 -CH=CH 
-> -CH=CH-CH=CH-. -CH=CH-CH 2 -CH 2 -CH 2 -) ; 

(3) ^uy>m=^s KF**t'iixvz'Ys*bmiiit*wmm*i*»Lmii 

Lt^TUK 2 - 6 7^-l,>(M, -C-C-. -CH 2 -(=C-, -CH 2 -C^C 
-CH 2 -CH 2 -) ; 

(4) ^X~7r;Zti2>3im<Dm^r$tl ^L6^- 9— : 
-alka-0-alkb-. -alka-S-alkb-, 
-alka-CO-alkb -alka-SO-alkb 
-alka-S0 2 -alkb - N -alka-NRl2- a ikb - ; 

(5) ^XKZtlZ^m<nm*Wt2%\,*L6<DA'<-< 9— : 
-alkc-C0-alkd-NRl2-alke-, -alkc-NRl2- a lkd-C0-alke 
-alkc-S0 2 -alkd-NRl2-alke-. -alkc-NRl2- a i kd _so 2 - a lke-. 
-alkc-CO-alkd-0-alke-. -alkc-0-alkd-C0-alke-> 
-alkc-CO-alkd-S-alke-, -alkc-S-alkd-CO-alke- ; 

(6) ^^S*l*±0^jHre$fc3 *v^L6^^- fr- : 
-alkf-NRl2cO-alkg-NRl2a- a lkh-, -alkf-(X)NRl2-alkg-NRl2a_ a i 
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^-vl 29/ 




kh-. 



-alkf-C0NRl2- a lkg-0-alkh-, -alkf-C0NRl2- a lkg-S-alkh-, 
-alkf-NRl2co-alkg-0-alkh-, -alkf-NR^CO-alkg-S-alkh-, 
-alkf-S0 2 NR 12 -alkg-0-alkh-, -alkf-S0 2 NRl2- a lkg-S-alkh-, 
-alkf-NRl2so 2 -alkg-0-alkh-, -alkf-NRl2S0 2 -alkg-S-alkh-, 
-alkf-C0-alkg-C0NRl2- a lkh-, -alkf-C0-alkg-NRl2 C 0-alkh- o 

(R 12 i*mmt®w-M* ;R 12 *i±mmMtmmMz ;aik a , a ikt>, aikc. aikd. 

alke, alkf, alkg&5 X Zfalkh.it, m~ifzit^^X, ad^>^ t Kn^ 
[0 0 3 4] 

Bit, fttL<itCi-QT)l'*U>%:¥X*$>2> 0 & frX i> -CH 2 - & L 



Yfi, $ff L<«Ci_ 6 T;v^V>, -alka-CO-alkb- (fE-^i±lifrfS<h |S| 

y a it, u 1 1 < ^-e&;s> 0 

[0 0 3 5] 

Rlt/c(iR2T^^tL^> rg&**^LTV>T& iv^bfcf^j t LXit, m 
R 7 i: L T#J^ L tz i> <D&mf bti& 0 

R^-tR? tmm-tzmmw^t t & \zM®.-tz> mm^^vx^x i>t^ 
mmmmm tLxn, mm^tR^t^m^-r^mmw^tt^^mi-^ m 
mmtt^Lx^x & x ^mmmmm t Lxmm Ltz *> <D*mfbti& 0 

RHmA tm&Lxm&irzmmm^&xzFB tt^ Kjtm-tz rs&v> L7M 
^mmmmm tLxit, mx.it, ^mm^xm^p^< t ^im^mmw^ 
mmw,*, ^Mm^xzmmm^hMitti^ifj:^L3m(D^r-u^ 
zzbiz^Asx^x*>£\,^%^L7^mmmmmmifbtiz> 0 mmt lt 

it, «t;v*y>\ ^^-^e;i/^i; >\ \£^)-jy s \£^*jzs, tfnvv>> r-b? 
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0*£ ti h <7)^mumvtT $>m. 1, 2, 5, 6- 7- h 9 K n t? U v » 
£t*#^l&f btiZ> 0 ^T^t^'J^ tf^Uv^, en'jy> 

[0 0 3 6J 
10 0 3 7] 

^■cUv»M*»«j ti, jaF*L<tt««Ufe**LTv»r*J:^Ci-. 6 T^ 

5%^LioM<DW3r&mmmmtLxi*, mx.immm^m^mmm^ m 
n>;v>, -fs^vys^ -f^r/'rA e^v;^ t?^'j^>, tf^9 
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rsms^^LT^T^i^^j ra&^j tLTii, buib ra&* 
ft** (i) k^t, r4*3 i m5(o-^^mm^^ *) , fldj^am**- 

[0 0 3 8] 

R6-e^$tt^> rams^^rLrv^T^ > Ky/ntj tcistt^ ra^*j 
tLnt, mm fM&mzygLx^x i> £^5%^L7m<DmmwM] r 

^^n^xb^nrv^r^ i^Ci-er;!/^^ ^n^>fl:£tLTv>-t & J:v> 

;V-#;Vtff^,K Ci- 6 7;vn^y-^;v^- ;K ^ y _ ^ L < , 4 v _ c 1 _ gT 
K, Ci- 6 T;v=r^rv-*;w-ff^^ h% d-6T**;w*;v 

zt>i,zifttL<m--(>}?v )vxh& 0 

[0 0 3 9] 
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uioji<oj|MHm^ir«ME«MgiK LHmvm* 2 nm^mmmn^ 

X$>% 0 %frx*i> y fcf^';^-;K e^7y-Jk fh^bKnifv^^ -T 
fl>7iiKnfxy[2 ( 3-c]k''Jy^K r^t Kn^>Xr-tftf 

[0 0 4 0] 

7, ^n^>ib£*iTv*T& iv>Ci-6T;i/^r;v, ^n$*>"fb$;ft,-cv»T*> £v» 
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;^^ry-*;V^;K *y _ L < iiv-Ci_ 6 T**;V-#;w^>f ,K ^ 

^r^y, ^ n ^Wb^tLTv^T^i^Ci- 6 r;u^;v-^;u^-9-^ h\ Ci 

- 6 7;l/n^y-^;^ t ^\ Ci_ 6 T^^;VX;i/^^;i^r< Ci_ 6 T 
[0 0 4 1] 

lute rS^^^TLTv^T^iv^^j tc^lt^, rem^J i:LT{i N 5£: 
-Yd-Ar (Ydim&^*tzl±±m<vm*m%^L6(7>X^--y--Z^ A 

%frT*i>, d- 6 T)ls*U>^ -alka-0-alkb-. -alka-S-alkb-, -alk 
a-CO-alkb -alka-SO-alkb -alka-S0 2 -alkb - (f2#(±miB 

Ydf*. 0iL<fi, Ci- 6 T^*l/>, -alka-0-alkb-, -alka 

-S-alkb-, -alka-CO-alkb -alka-SO-alkb -alka-S0 2 -alkb 

>\ -0-, -S- N -CO-, -S02-*^-C*&o 
[0 0 4 2] 
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m • 

o 

[0 0 4 3] 

Cx-eT^^r^T^ >\ *jV-f^y, */l/A<Ne>f ^-^5&;W^^ 

•=ey-^L<«v-c 1 - 6 T;v^r;v-*;u/^>f;K ^uy> 

mm rmfc**^rLrv>Tt iv»54v>L7jioii*iiaffj ic&ir&emsi: 

[0 0 4 4] 

Arl4 > 0iL<(^nr/^ -fn, y7A yfoZtLX^X i> 

iv>Ci- 6 T^^r;K ^n^>^^tLT^T^ iv^d-eT^ri^v, ^uyy 
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[0 0 4 5] 

Z^J^Z aXTjkZtiZ r^l«J ^l-t:^i; >>^;ix$ 

4fi«:-Yd-Ar (Yd^i^Ar (ipf|2i:|W|it«^-r) 
^ S-^l" & 1 - fcf^ <j £ (il - 9 y-;l/t^> & 0 

[0 0 4 6] 

[^#A] 

rWH$tLTV^r^> J:v^Ci_ 6 T^^;K ^n^>ft$^T^Tfc J:v>Ci_ 6 T;v 
Tv^T'fe <t^c 6 -i4TV-;K ^nr>ft£tir^T& J:v>Ci_ 6 7;v:3*v, 

v> L31® OiM £ Z ti^tim ltv^U^C 6 - i4^#^^b7X^ t tz m i tz 
Y^Ci-eT^*!^ (#4 t<«-CH 2 -) *7t{i-alka-C0-alkb- ( 
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Y a ; 

R 3 # 5 7KSf ^ 1 tz tt C i - 6 r ;v * )V ; 

Z**4ffifc5*:-Yd-Ar [Yd 14, 0 4 L < tttt*^ Ci- 6 T;V* 
~ c 0^ -S0 2 -^;Arf4. «F*L<l4^n^>JK^., 

Z a^JcSf^T'&Mt^o 

t^t*> i^c 6 _ 14 T';-;K ^nrxk^ttr^T^ i^ci- 6 r^3*^ 



&iiE#2 003-3105014 
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• • 

B#C 1 _ 6 T^V'> ($?SL<{±-CH 2 -) ; 

Y^C!_ 6 T;^lx> (#4 L<fi-CH 2 -) 4fcti-alka-C0-alkb- ( 
IB-^ttlWBfcRIiltil«r33Pi-) L<fi-C0-) ; 

*y>, tf^yy^ kT^c?^ enyj;>) t^jftL; 
R 3 ^ ? 7X^il^ * t± C i _ 6 T ;i/ * /u ; 

R6^3-^ > K y )V ; 

ZtUmztf,: -Yd-Ar [Ydli, J8P4 L < tttt-fr^s Ci- 6 7;i^ 
1^>, -0-, -S-. -CO-, -S0 2 -£;Arfi N # $ L < li^n^ >jr^ 

„ *my, #;W^>f;K ?-*#;W^.f ;K ^nr>-ft£*iTV>T& 
Ci- 6 T;v^;i/-*;i/^;K ^nrWfc£*iTV>T& J: v^Ci-eT^^;^^ 

v>c 6 - 14 7';-;i/ (jffiL<tt7x-*) ^^1-] "c^$n*»*^-r*i-tr 

^ V *J-)V itzitl- fcf ^ 9 v - ;i/ ; 

Z a^7K^M^-e^^><b^o 
[0 0 4 7] 
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38/ 



r/^ri/ N ^vy>lbZtiX^X i> £Wi-qT )ls3r)V-Jj )l>tf-)i,?j; %y£L 

t^tU^c 6 _ 14 7V-;K ^vr>ltztix^xi> iv^d-er^n^v, 

Lsmommmz^tirti^f lx^x *> x ^ce-u^m^tymt tzast tz 

b^Ci- 6 t;i-^v> L<(± _ CH2 _) ; 

Yl)Ki- 6 T)l<*U> (ftt L < l±-CK 2 -) ££}*-alka-C0-alkb- ( 
Ya^; 

Ri&xmztm-tfzimte-oxci-sTfr*)}, (^$ L <( ± ^^; V) ; 
^) ; 

R6^3--f > K'J ;i/ ; 
;V^r;K ^^nr^fb^tLTV^T^ ctV^Ci-eT^n^rv, ^n^>-fb£*lT^T 
^LT^Tk ±v^4^^L10^^)|i^2it^:^#^m«^ ®iUlt 

r- h ? t Kn^oiy [2,3-c] fcf'J v^;k t- h 9 Kn^^Xr-lf tf 

z a^TfcfSfJI^fc&fb^o 

[0 0 4 8] 

^-^Aia, ftIit^)S N tft«gftfco^ tHHtO^ 
75 y»fcO*&^3W|fe»f £>*L& e 
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***fcotto«gFjt*«fcLTtt. mm, jut***, mm, 

(i) *^friiB**#*-**£\ (i) ttr**y£ 

*A«L v Aft, /*y*Aft&^) fciTOfcttft, T>^vA^^ 

■c*oriv» 0 tfc, (i) **aaspttM**^ri-*#^ (i) 

W>m*£> a^gift, jrf^^TM^gft, p- h^-x^^ 

[0 0 4 9] 
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Mb, r;u*Mb, ^BMfc3*Lfcft*fc (0U <k^» (i) or^i^x-f 

<f Mb. T7~Mt, Jl>T§ S ij)V^=.)Vit, (5-*^)V-2- 

3-yt^yv>-4-^f;v) h * v#;v*K~Mb> f f7tK 
n 7 tfn'j^MfMk, V'lvJ n>**is**Mt, tert-7 

Ib^to (i) o*«** f r'>Mt 0A>®Hb, KdftMtstifcft* 

to (#U 4t£-to (i) <^7Xm*^r-fe^Mb, h-fMb, yn/%v>fMb 

;u # ;i/ Mb $ fiTHb-^to * ^) ; 

ft#to (i) o^;u^v;v^x.xT-Mb*7t(±T5 H b s tt^b^to Ow. 
4b-£to (I) o*^^v;v*^^;^ x ^. ;H ^ 7x -^f^, 

*xMk (5-*?-)V-2-**v-i, 3-i?**v\s>-4-4fr) *<f- 

^laot^ft (i) ^c>jKjii-«5it^*-e#s 0 

ffr^to (I) OT°n K 7 ^li, JaJI|#^1 9 9 O^FPJ rEHf B OWI& 
J *7«^f-ttfH 6 3I^f> 1 9 8!SteSBtt$*LTV>£ 4169^1? 
fb^to (I) KSMtf &&0-C*oTfc 
[0 0 5 0] 

^TK, -fb^to (I) Olife(:ov^#«tl, 0 

* * & v» ii i tL t> nm-f £ l fc**o rstt £ c t ^-e # £ 0 
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• ^W<l/-y 3 >X (Organic Functional Group Preparations) |2)E, 7 

7^VX|± (ACADEMIC PRESS, INC.) 1 9 8 9#flJ ; 

• • h7>X7t-^y 3 >X (Comprehensive Organic Transf 
ormations) VCH Publishers Inc., 1 9 8 9^PJ*KBtt©;frik 

[0 0 5 1] 
Utl 2] 

nh, (,„> u— ■« 



(ID 

*« 

■ *\ OH _ 



— ■<» 



jJ-V-Z 



(VII) 



[0 0 5 2] 

R^3***/i/#*->/u*©fc^fcLT«\ Mx.{^ Ci- 6 7W ( 
flk 7"nf;K >Tyyntf;K t e r t-7?-;i^if 

) , C 7 _! i7?^ (M, ^>v?;v^^) , 7x-;k H;?-;k v>;;i/ 

(0U hV^W;^ F'Jxf-^y'j^ ^f;V7x-;Vyij;K ter 
t - fJVy >; ;K t e r t - r*-/U$*x?-;l,$/ i; ^) „ C 2 - 6 
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3i©Any>^ <fl| % i£X, AX, 9*X&£0 , Ci_ 6 r;^ 

*v (M, n^rv, ^h*v, if:li-hD^^f^tL 

*2> o 

Li^^«L4r^$tL^ mmm tuit (d ^n^>n^ ( 

M, St, AX, . (2) ^nrWt£*iTv>T& iv>C i _ 6 T 

i^C 6 _ 10 7'J^;to^^-A (4) fcKn**>, (5)*^>> 
m rttft*4f LT^t <> J: v»c 6 - 1 0 7 V - *->J fc*»t 

7* V>*)V*-)\,-%**y^ 2-1-7? Vy^jV^-frt^isftZtf^fCzfiZ, 

o 

[0 0 5 3] 

xfn : -y-z (&m^i±mmtm^M*7j<-r) x~mztiz>&<Q&x) 

*nmxi±, it&m (ii) tit^m (III) *7ttt^O50&ttit#ft:i:*ae 

^naniot, >ft^% (iv) &mm-rzo 

it** (HI) ©Yfcfcur, mLlKRititttm SOSfcttSfc 

i) MfrM&m*m^2>-ft& 
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it** (II) , ftl-5StO^ (HI) , S J: 0^1 -2 

» nK*|frfrjfflJ .hLTii, VV^D^v,^;^^ * K (DC 

C) > l-xf;i,-3- (3-^W^me;i') 

(WSC) *f*^ffe»fc,*L* 0 WSCW4U', 

^•CI^Ltfflv^Uv^ T-feh-hi;^ DMF. y'^nn 

a#»-2 o 8 c~^5 or, »*t 

*RIS*± % #3? jcjtS C> &7 1 ~ 1 . 5 mM<D 1 — t Kn^v^>v*h y 7 y- 
* (HOB t ) Kn^y-T-rf^^yp^y^ (HOAt 

I* USSJ tLtli, 1) T*:fry£JKSfcttT;i/*y±fR£j|^* 
*ft*r («, **fty*-*A, **ftthy^ **ft*y* A , **ft** 
**a*£) , r^*y^«sfcttr^y±jj|^noT5 KjR y^*A 

vK, #y*A 

hy*A, 7jci{k*^A, *awty *aw^y*Afci?) , r;i^y 

h y * a , &ak*x* y * a * ^ « ¥<Dtem&m i&xv* 
3) h'jifA/rr^ ^yyn^xf^rrA N-^;we 
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^W?yt 4 'jy>, DBU (1, 8-y7fty^D (5. 4 
. 0] ^^7-x-7-ai» % DBN (1, 5-*STV\£*s9u [4. 3. 0] 

y >-5-j.» ^twr/i, eatftry^ 2 , 6-)u 

[0 0 5 4] 

ii) %*#**,<DBu&jmmi**m^&-ijm 

it&m (III) OKl£tt»»flcfc»i-5S* (^l<lil-3il) c^ffc 
-6* (II) *i&te***-r£JS3** 0 

Rfcfr* (III) OS^tti|5f#:j HiJ»t*KJ£tt»#(*tLT»i, #J;Lif^ 
K («, flfc*ny >\ *rns K&ir) , C i_ 6 r 

/Mr*-***^ C 6 _ ! 0 T y fcliC 1 _ 6 7*** 

T ^ J-^***, ***** 

fd^T-^LT^^Tfei^o %frX~i*Th7lz KU7 7 > (THF) , r-fe h 

Kjsaati, mto-2 or~5 or, »*L<««a-c** 0 
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^-y: 45/ 



BOSWF«t±, a*to5£»m~4 0*|RU fftL<ttftl-5l*WP*4. 
*RJfcfts £> & 1 - 1 0 «F t L < lift 1 - 3 ii<5^of 

*HMt:J- h y * A, y ^ a, h V * A % * A> 

wsii, i&kkjsc, *&o. i -mm, &tL<i*mo. i ~o.5^*co 

[0 0 5 5] 

(III) ©YK*v»T, ^^Lltcp^i-^^^C0NR7 (R7 

I'TffcRJSiiiO'fc/i^t.t^ ^fbKjc&ji, Wkmt&m (II) S;: 
L 2-cO-L3 (VIII) [a;*, L 2# J: ^3^^*^-] -«$*t* 

»fe*LMk^*fc, 55: H-Yb-Yc-Z (IX) [g*;*, YbfiNR 
7 (tfttttlBfclW*) 4fel±H*«^.«r, Yctt±«OflC«fclftv»L5«!>^ 

L2^j;^L3^$^ T«SJ tLTii, IttBLlfc LT«*Lfc*«># 
1 &v>L5T?*&&o#a£tf £>*l* 0 
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S^Ltfflv»tUK *^-C4T-feh-hV^ THF, ^no^^^ 
1 0 0 5. 6 ] 

4fc, ffrfr* (III) OYi:fiv»T, K«*Litcp«t^a^D6**^*^#- 
*T**/WfcEJSli, «x.tffl:*fc (ii) »i-5^« (0£L<ii^l 

<DK&® an) fc*, aatoflPftT, ^stt#«t*t?Ri6$«i 

ffiitt, Wx.im** (II) tc^LT, fti-5SiW, 

;U7 ^ K (DMF) , T-feh^ tf.;^>, LV*. 

a#-2 0°C~ 1 0 O-C, »iL<lil^8 0tT'^o 

[0 0 5 7] 

ft-aur an) oYw^t, ittSLicmit«m^fu> 
it^m (id t*: ohc-yc-z (x) 

# 1" i i: K i o T & ■? £ t rfX~ § £ o 

mm mt l < «i-2s*) (x) t *«*3)Kb«»o#*T, 
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(X) OftfflSti. ^ilf^li (II) l,zMLX s mi-5M*. fttL 
<fil-2^#^^ 0 

Rfci&miz, %^&&m&mim<ommiz a,^ *tj-7o°c~ 

1 0 0 ttf-t L < t±mifi- 8 0 tt^S, 
[0 0 5 8] 

ttBLfcf&M* (id . it&m (in) , (viid . ib-fr* (ix) 

Wfc-fr* (X) f±, iM^DO^t: L/d% t^f^ ; i^tl^o mktt 
* (II) Ji, miffh^Kn> l^-X, 39, 3445 (1998) ; T h 

9-sKn> 1^-X, 39, 8729 (1998) 4r^H|B«fl5^ **v»ttt*UCi» 

[0 0 5 9] 

I«2 (K«ttEJ&) 



tBIE# 2003-3105014 



002-335 6 6 1 



*xe-et±, it&m (iv) *M®mm&\ztt-tz£\,z3:t)^ ii&m (v) zm 

ItZLfztf-oXftibtL&o 
Hm 3 (7 5 Kf&Rffi) 

*IfiT«±, ft*fc (V) Mfrfrfc (VI) tZKfc^tZZtlZX*), {t4M 
(la) *«»i-* 0 

triBim fcfcttars Kft»s t^at^tL-So 



1*14 (5£:-Ya-Za (#SB^-(i«rfBfc mitM*7ji-t) "C^t£ tta&O^A) 
*XfiTI±, (la) fcft** (VII) tMm^iUot, ft 

(i) *«yfi-r* 0 

tWBLfcftfrto (VII) a, IM^o^i; L/;^o ttifs ; t 

[0 0 6 0] 

[*3r-A 2] 
Mfcl 3] 




(XI i I) 



(lb) 
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^-v: 49/ 



# 



;1/**~>#;w-k^;k 9-7^*1^-^ h*i/*n>#-A,ki:) , 



, hVxf;^>V;K v^^7x-jVyij;K t e r t-7f^f;Vy>j 
;K tert-rfiVyxf^-j^^) ^ C 2 - 6 Wi* («, 1 — T 

. 7y», a^t^f) > Ci- 6 7^3^y *h**>, JC 

<a#«3£W\ L< it h V 7^n7-bfJK tert - 7f+y* ;W-J^;V 

[0 0 6 1] 

181 (7 5 K-ffcBOS) 

*Ig-Ctt, ffc*» (XI) Mfrfr* (XII) tZKfcz-tzztizx^x, it 
&m (XIII) * 0 

*IS-Ctt, ft^ifc (XIII) *K««Rje*zfffit»=J:0. fk-fr* (lb) *■ 

X@3 (Rl*5J:lM?2^^x) 
*IS-Ctt, ffrfrfc (lb) ^7;^M^i:#fiti:j;ot, (I 

[0 0 6 2] 
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^-v: 50/ 



mzLtzit^m (xii) a, g#^ao^jcLfe**oT«fi-r*it^i 

-5) o 

^SBL^k^ (XI) ^1 i I^T<D ^ + - A 3 ? ti^ ^-S t: L 
3] 

Hfcl 4] 

(iv) + mi) i>^ y X 0 xaa , u „ 



tt*vm^itM$ztm±mzmi-] 

[0 0 6 3] 

xei (^:: -Ya-za (#i2-^i±iirgatra^ii«r^i-) -cmztLzmnmx) 

*I«-ett, ft*«r (IV) (VII) fc*KJ6$**ifcj=j:oT, -ft 

^» (xiv) *«jii-* 0 

IS2 (Jtt«KRjt&) 

<k^w (xiv) zm&mKfciztt-f ztizx*), it^m (xi) * 

[0 0 6 4] 
[0 0 6 5] 

yn/NV-;K t e r t -79 J £&mf t>K2> 0 



(XI) 
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(THF) , 1, 4 -v^^r-9-> > 1, 2-*J*Y**,=.*i,1tl*ifiW 

HUie r^«^#«J t Itli, Mx.«\ ^>-l£>, h;vx>, ^> V>% tf 
1MB TT^ K*»j£] i Ltii, N, N-^f***A75 K (D 

%> o 

Buffi ^;V^^ryKMIJ LTfi, ******* K (DM 

SO) *f*^ft>*L-6 0 

[0 0 6 6] 

T«Kgfe*Bfe*i- £ i \z J: ij g fiMt#!»4:ft * d t W § * 0 
[0 0 6 7] 

7"ntf;K ^y^ntf;K t e r , 

h V C 7 _ ! 0 75m ^f>>*&i?) , ;k c i _ 6 T 

***-^;i/*-;v r-t*;K 7-net-;i/*^) , ^>vM;K C 7 _ 
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xf;k>'JK y'^;i/7i-;^>ij;K t e r t -7*f;VvV f;i/y'j As t 
fcf/i/fcir) , Ci-gT^^fv (W> * h*->, Jch^-> % yn^y^^) 

^ ^> v^-bv^ (Protective Groups in Org 

anic Synthesis) , John Wiley and Sons flj (1 9 8 0) Kfg«^^£& ^zf| 

[0 0 6 8] 

(i) is, &*p©^ ahi, n 

( i ) ^ zfrmm, tirwmm. laraittfr***-*- 
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it&m (i) k&£-$*l* 0 

[0 0 6 9] 

1) ^ffj»S^ 

Miff, (+) — 7>r*;i^ (-) -v>t* 

(+) -npsm. (-) -webi, (+) -i-7x*wr/, (- 

) -1-7x^7^, ^>3 = >, (-) -V>3ij;^ 7>y>^f 

2) ^r5^7Afe 

It^^o ^x.lf»n7h^7 7>f^ ENANT I 0 — OVM ( h 

-<*>»£\ CP-Chirasil-DeX CB (^-J^M^ 
3) y7^f^7-S 



ttil£#2 003-3105014 



#02 0 0 2 -3 3 5 6 6 1 

MTPA la-Xh*is- a - (hV7^D^f;V) 
7 a: -/UN*] > (-) -*>h#S*fflM« ftiffctli^aenft-rifcHJ: 

^% (i) &*)Vi$>m&*^-tz>w i ^ mt&totitfrm&T\z'*ti\*T 

[0 0 7 0] 

R) (S) ton, (2R, 3S) MiLK 

[0 0 7 1] 

Ate* (i) its mtLitv^i>x9+>&m4mftmmftm (i-**>t>. w 

h^^^>Mi9^f^MJ:V}ft«^M) £^r1-£ 0 ttt\ yvfx^f> 
£#fcfcLTIi. yvhx^fn^^l, 2. 3, 4, 5££Wlf«b*i 
&o t*)t>it, it®® (I) ii, M^yvh7^f>t^^y2tf#: ( 

sstr2) m^mMi^m, iK^vvi«^3'f>w^2f«i^ 

[0 0 7 2] 

A'-fe* C/^f y y h - ^ 3 - ij Na+/H+3c& 
***y/t-4fA2, N F - « B ^ W?i^#t^aiSfif ifel 
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m r***>j tim > (gh) . 

(GHRH) , /l/TA ¥tt«UW»*/we> (TSH) , 

^f^-j^ ^#^*^w<b*L* 0 m mm®*} tLxa, 

I* r^'j>70^77^-l (iGF-1) jMFft&Jn 
®IS^ (VEGF) ftW«ftf^i 0 ik tea^1»®J fcLTtt, 

^rn^r/fXNtH-'j^fF (vip) ; h 1; > ; 

=r>*"*:/*- K- 1 (GLP-1) ;^3-^f*-f^>T'>h^^i;y hnl /y 
*#';*WK (GIP) ;7^;>;f 7 ^r^-P ; CCK 

; 759- tf ; ^>*-n^*>- 6 (IL-6) , >f>*-n>f*v- 
1 (IL-1) 4W>^-n^ + >g;TNF-«*irWf*>f>;* 

Lfc*»or, ft:** (i) a, 5fe^t»*o, iMrcffittAflMf^i^oiiir (« 

[0 0 7 3] 

n*.K. it&b U) It, (1) *3iE*Jg, TSHS41», ##*tt & 

«*¥«»*, v i Pi^if, r»*x>m&am, *rxy-v>m&mm* -r 
^' Jy ^ ^t^mm^mmm, (2) («, * >*y 

>iRffa (id <oxv>mfcm am) msum*?) **v»«£ 

temm, (4) tm mwmz. mm -my 4*7-^ mmmm, mim 
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not, wmm^m. amtefcmik* mteam, (5) aijda^-. 

) , (e) ft&mmmBwmmzwTT$7-*<Dfrmmmu s&Kamw. 
n&ma^ikmmm, (7) ^mo^mmT, frBjcmttzimimommm 
RKKmrn-tzTm a short b owe immwitz) s mit^mm* 

mm-tzTm, &*wmftmK&m-t*Tm, mwmmmizmm-t^rm^^ 
<Dtemm, (s) y>*£>ymm&, m®&*M&, **->m. mm 

/h«BIW«, M*Ufctt«, MM, ff«, ffMff* J&jRft. 

^y-v, *mm, *:#am, mmm^mmm, nmwmmm. mmm, mm 

*>-2*£>) kfffflLtfflv^ik^l^ ( 10 ) MM 

flag, **raug, «&Ms»jR^«*ifeo^«wHfc) . m 

mmi&cD^m • (id *£M*ajiu irk. ^imiom 
(12) suttteftm+z&mmmin m, ^/**>*p % 

) (13) mmmm^omtk • ^»nn^i*x«^i mk 

fHsmim* zottom. (14) ifti («, zt'ommm, ( 



mfl# 2003-3105014 
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= ASM, B» CiSf^ AIDSHftfi, U^'n- 

******* >f>7*xvifiBi«, &%®atmm, -mm*, 

x,jf7|> -^ H&te«*JfiL»fK T * rr - /i/teflBfcfc f • 
utffl-e*^ (16) K$&MU iAc^ fij^ Jtt^^^oMtf^^tffl 
v»S>*u (i 7) *tt*«v»iifttt«ft (« % ffft&fe &£tt*fe tM. # 
«A (flu H*& y*v*-, tctfefc}**) cowj-Mfn^ 

^fc*o«aofcLrt*ffl-c**o s^k, (i) tt, ft** (i) 
Kiimit:i*mm*x*-v-i:frLxtkimnit (m, 123^ 125^ 

^^-y>w^a^i, (i) Kmc»*fetta^^^-^ 

[0 0 7 4] 

%i?<D*)\,*><DfrBlZM^LX&y) (#£SSTR2) , ft-fr* (I) 

WTtffrfrtt (I) *«it*£i^*4. ft*-* (I) {4, 

*;we>* I GF - 1 WfinjSH-r*#an^*«W|» • tt*icffiv»& i 

m r ^«*;v^ >^ I G F - l . ^<7) f ^ . ^ fJ t 

Ilffl) **v*tt£#L6fcnj|Lfe«^o<Ul, 

(«, tt&«tt*UR& ftRftttfffe K->ffift#, jg 
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^-v: 58/ 



, mtkmrn ok* • &m ; mm&nmm ; m&m&nm&vteM ;y^~r 

©tt* • TO ; J: ff*UMfi#£4>ttft ; QWCTA&ftltottft ; *r > 4 

fcltAIDS*&z±Z&foK&£Vm&&!k<D&m; TPN te*f#f«n#* 

; K*Jm#o%« ; mwtKttt*frK&m («, #*<7>i» ; Sift 
«r»Lfcid^ ft*** (i) astttt*ssTR2*i*n*fftB ®ii< 

S&fc* (I) ttftahfcfctefcfc*^ tire 

[0 0 7 5] 

> rmmmi ^ rxjutEmeKj , rMtciMj > raff** 
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^'i'f-n^V^^T^— tfffi«0, «§Sr&lfi»iK SGLT (so 
dium-glucose cotransporter) R&W$lJ& i'j&^tf <b *l& 0 

*L<«itt«jt) , nv7^y^/:li« (ffiL<li7W>WI) , 
P ^ U * -9- ^ (Regl ixane) (JTT-501) , GI-262570, * h ^ y * y > (Netogl i tazon 
e)(MCC-555k YM-440, DRF-2593, BM-13.1258, KRP-297, R-119702. CS-011, FK 
-614, lQ99/5851OtCEft0ft«* (ffil£(f(E)4-[4-(5-^f;i/-2-7x-;M- 
>^v)^>^^^->^$y]-4--7^-^B&m) > r-v-rv* 
(Tesaglitazar) (AZ-242) , ytfFV 9*f-)\, (Ragagl i tazar) (NN- 
622) . BMS-298585, 0N0-5816, LM-4156, MBX-102, LY-519818, MX-6054, LY-51 
0929& ZOmifhfi&o 

^ajx ^y^>*?*h\ $ry*?s>h\ ^y^tfyp, ^ytf^K, 

^*y-K N 5f^'J^K (KAD- 1 2 2 9) , J T T- 6 0 8 4 
o 

[0 0 7 6] 

lW*-<f K3WfcLT*i, 7x^;k 

> ; ^oi«l*«>»a**Lfe-f >^y >^fe»*w^jft$#L7fe^j«ii w 

*l*o ^^'J>tUli, 0. 45H0. 9 (w/w) %<7>Ef&£ 
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yrtyYb&wmmvf m, iNs-i&t*) t$,otu^ 0 

4>xv>kh s mmm, mm, -mm. *mm, mmm^tM* 

/?3 7KVt'J>§^iItuii,^ ( f; AJ _ 9 6 7 7 ^ BMS _ 
196085, SB-226552, A Z 4 0 1 4 0, CL-316243, S 
R-5 8 6 1 1 -A, UL-TG-3 0 7^W^ o 

v^y^v^^r— if i vmrnrnt lx&, m*.^ nvp-dpp-2 

78, PT-100, NVP-DPP- 7 2 8, LAF 2 3 7, P32/98&W 

SGLT (sodium-glucose cotransporter) MMMtLXte, ffjilf, T-l 
0 9 5 %£tfmf bti%> 0 

, BAY-27-9955, GLP-1, Exendine-4& t'^mf b*i& 0 

m^mnm, ^mw±^mm^ t^mifhti^o- 
,;,|> ^^ I'**? h ; -t'^l/X^ y h ; SNK-8 6 0 ; VMOl/l/X* y y ; 
AR 1 -5 0 9 ; AS-3 2 0 lti;£tfmfhtlZ> 0 

rvf-i, 3 >vmmtLxi±, wiif, tvyy^ alt9 4 6, 



ffifE#2 003-3105014 



2002-335661 ^ ^-v* 



N-7xty;>fTV , 'J-)A rnv-fK (ALT7 6 6) , EXO 
-2 2 6 ^»f^^ D 

o 

#0^«H^-£ LTfi, M£(fNGF, NT-3, BDNF4^l^*i4 

o 

»®|S*H^FiiiPilfc Itli, mJUZWOO 1/1 4 3 7 2Kffii£o^>-n 
bn7r/l^.«Ii (Mx.i£4- (4-^nD7x^) -2- (2- 

_ 5 _ [3 _ (2-^;^^^) 

ttiSMltltii, y-12 8, VX-8 5 3, /nt^f K 

(prosapt ide) & t^^f ti& 0 

, (memantine) „ (pimagedline ; ALT-711) & 

[0 0 7 7] 

^T-mikmnmtLx^ v?^, cntf (mmm*m* 

3l->* ^->7=f-* ^tLXlt, Mi(f, 'J>f h'J7°h, FPL-l 
5 8 4 9 & WW^fr&o 
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^-v: 62/ 



±§2 n^jflLBE^^j tLxn, #)xj£\ T^^tT-y^ym^mmmm-m, 

U/K 77-fe^'j;K (ttfll) T*9:/y/K UyV/'j^ ^^.j^ «^ 

*^Aft>^«iatlt fiJxJf, ^n7*'jA, L-27152, A 
L 0671, NIP-121& t^mfhfi^> 0 

Hf*>^/K ^)^)V^y, J)l"<4r)V?y^ CS-866. E4177& &m\f h ti& 



[0 0 7 8] 

-tie mffitfa.&femm] tLxit^ w*.«r, hmg-co AMTtmmmmm, 
BMG-coAMTcmmmwmtLxit, -z^/^*-?-^ ->>^ 

ZD-4 5 2 2 Ztzt£Ztib<DlM. (Mn y »7 

*?TU>&]&&mmWM£ LTti, W09 7/1 0 2 2 4 HfBfcO 

(M> N- [ [(3R,5S)-l-(3-T-fe^^v-2,2-v^^;^^^e;^)-7-^o 
n-5-(2,3->M h^ry7x-;l/)-2-t^7-l,2,3,5-fF7t Kn-4,l-^yy^ 
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^-v: 63/ 



-LIS r#t^5£!HJ t LT{±, ^!Ix.(^ * n;Vv?T-t£#* v K\ v7-feV^ * 

GHRH) , GH. IGF-1J, |>-f h * 4 W±"9" 
[0 0 7 9] 

^rfst/c#fflM^jo^#B#^ } i^$tvr. ffc-g-tf (i) t&mmmmt* 

*H*^**fcS*i/Cv>*U;rj:v\, -Wit if, 1 

) \te^G (I) t#ffiffl»J^^ra^^^HbLT#t»tt^^-co^J^^ 

2) (I) t#Mffi^J^^SU^(C»HfcLT#f>tL^ 2®<7)»J<7?|WI- 

a^HMwraiw.^ 3) item (i) *w*K»^ftL-c* 

^^*2ttoj^oB— a^g|ft-coi*M2g^ijv*TO«#, 4) ffc£i^ (I) 
B#&-5x 5) item (I) fc^fflffl*»fcSrg0^tcK3fB|ftLr»fetL*2*O« 

#J©*ft*«!#fttt-co«Fius*^^T049:^ item (I) 

item (I) *#ffl/B*9R|i:©B*Jfc«±, iSim «#*-K £jft*t=j: 
ttz, item (I) *M¥»Wt#«>5fc#fc:fflv»*J!»^ Miif, */we>*tas 



tBSE# 2003-3105014 



#12 0 0 2-3 3 5 6 6 1 _ ^->* • 

[0 0 8 0] 

^HW^EmauK^*, -ft^t? (i) o^ftt^ tti^oo. i~io 

tLTj&A (IHOkg) K^PS^-fad^ ffrfrfc (I) tLt, i&O. 1 
-5 0 Omg, »iL<liftl-i00mg, $ f> * L < li 5 ~ 1 0 0 m g 

[0 0 8 1] 

MMK&vzmmu mm. &*m, mmm ; mvtmmz&vzmu mm® 
jsdt, MffiM, tmim, m&m. mmn, mmm^^mam^m 

flHRjfflfcLTIi, M*.i£, Xf7'J>t7ny^A, XTTV ****** 
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^-v: 65/ 



^?*SKj£iJ£ LTf±, MxJ£\ sHVxf l/^^V -fu \£uy^V 3- 



tbSE# 2003-3105014 



#12 0 0 2-3 3 5 6 6 1 

# • 

-tf^Jt LTfi, h 1; ^';^-;vu^>^-?(7i;^ 

[0 0 8 2] 

&T<vmmL hmm^o r^j (io^^i3oi:^u #M«o^tc 

vx^^^h;wi, E S I iZX «9i!l5cL^ 0 
[0 0 8 3] 

s : Wl/yh (singlet) 

d : h (doublet) 

t : (triplet) 
m : ^r)U^y°Uy h (m u l t i p l e t ) 

J ! *7r'J>^i (coupling constant) 
H z : 'MWy (Hertz) 
CDC l 3 : 

DMSO-dg : ly^fJ^;i/*^y K 
THF : r-Yy^Yuyyy 

WSC I 1 -x.^-)V- 3 - (3--^^^;i/T^ /-7°nii 0 ;v) 



tfJfE# 2003-3105014 
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^-v: 67/ 



s k mmm. 

HOB t : 1 -t Kn^rv- l H-^^/Vh V TV-;v 

I P E : v^n tf;i^-x;b 
Me : *?-)V 

E t : 

1 H-NMR : ~fxi h 

(If7'J-MCDC ) 
[0 0 8 4] 

(2R, 3S) -3- (m-4 y K - /u-3->f )V) -2- ( ( (4- 7 x - ;v-i- bf ^ v - ;v) * )V # 
Mbi 5] 



(2R, 3S)-2-T 5 /-3-(lH-^ y K-;i/-3-^ 7* y$?y (325 mg) £ v 
4 y y°n H°;Vi^-;VT S > (0. 293 mL) OT-fe h - h »; ;V (10 mL) SgFjjfcK, zfc 
<tTM,N' -y'X^y>^y> (390 mg) £«lU 1NfW«#L^ 0 
»tW-7x^^ij (332 mg) tDBU (0.252 mL) 

(1 mL) Mis i OvM V y'D tfjVif 5 > (0.293 mL) fczR^Tr^JJD 

;@f=&^;V) t«Ui^T^;V7 7^W: (0.66 g, Jfcspl00%) o 
lH NMR (300 MHz, CDCI3) 8 ppm : 1.50 (d, J = 7.3 Hz, 3 H), 1.54 - 1.69 ( 
m, 2 H), 1.77 - 1.81 (m, 2 H), 2.57 - 2.67 (m, 1 H), 2.73 - 2.88 On, 2 H 
), 3.62 (s, 3 H), 3.64 - 3.71 (m, 1 H), 3.89 - 3.95 (m, 1 H), 4.01 - 4.0 
8 (m, 1 H), 4.83 (dd, J = 8.1, 5.4 Hz, 1 H), 5.01 (d, J = 8.8 Hz, 1 H), 
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^-v: 68/ 



7.02 (d, J = 2.4 Hz, 1 H), 7.07 - 7.22 (m, 5 H), 7.27 - 7.36 (m, 3 H), 7 
.62 (d, J = 7.3 Hz, 1 H), 8.14 (s, 1 H). 



(2R,3S)-3-(lH--f > K-^-3-^^)-2-(((4--7^^.;V-l-^'; 



(2R,3S)-3-(lH-^ > K-;V-3--l';v)-2-(((4--7^^;i.-l-e^'; v^)#;w-*f 
-^)T3- (0.65 g) o^y-^ (10 mL) ^^mfeRm 
^h';^A 7 JC (2mL) «r^-e^p£, 3B#TO#L7t Q £ l^it^ (4 

mD -e^mvtz^ Mm^^mmLfzo mmwtzt&m (M g so 4 ) ^ ms.r 
ZLCtztkmrn* nm^Tm&T*:)V7 r **mz (544 mg , ^96%) c 

lH NMR (300 MHz, DMS0-d 6 ) a ppm : 1.34 (d, J = 6.9 Hz, 3 H), 1.40 - 1.53 
(m, 2 H), 1.67 - 1.71 (m, 2 H), 2.62 - 2.79 (m, 3 H), 3.52 - 3.62 (m, 1 
H), 4.10 (t, J = 14.2 Hz, 2 H), 4.47 (t, J = 7.6 Hz, 1 H), 6.28 (d, J = 
8.4 Hz, 1 H), 6.96 (t, J = 6.9 Hz, 1 H), 7.04 (t, J = 7.5 Hz, 1 H), 7.1 

4 - 7.19 (m, 4 H), 7.26 - 7.33 (m, 3 H), 7.54 (d, J = 8.1 Hz, 1 H), 10.8 

1 (s, 1 H), 12.20 (s, 1 H). 
[0 0 8 5] 

###!!3 

(2R,3S)-2-(((4-(4--7;l^ D7x/^-»-l-li>'j V-)V) jj )V) T ^ J 

)-3-(lH->f > Zs&ff-fl, 



##M2 



lit 1 6 ] 




ffiSE#2 003-3105014 



2002-335661 



Wbi 7] 




lH NMR (300 MHz, CDC1 3 ) a ppm : 1.49 (d, J = 7.3 Hz, 3 H), 1.65 - 1.76 ( 
m, 2 H), 1.79 - 1.91 (m, 2 H), 3.14 - 3.29 (m, 2 H), 3.44 - 3.70 (m, 5 H 
), 4.31- 4.38 (m, 1 H) 4.80 (dd, J = 8.3, 5.1 Hz, 1 H), 4.98 (d, J = 8.3 
Hz, 1 H), 6.80 - 6.85 (m, 2 H), 6.93 - 7.02 (m, 3 H), 7.07 - 7.20 (m, 2 
H), 7.35 (d, J = 8.1 Hz, 1 H), 7.61 (d, J = 7.3 Hz, 1 H), 8.11 (s, 1 H) 

##M4 

(2R, 3S) -2- (((4-(4-7;^n7xy^ry)-l-e^'J )V) ft )V) T $ J 

)-3-(lH-^T y )V) 7*? >^ 

Utl 8] 



lH NMR (200 MHz, DMS0-d 6 ) a ppm: 1.33 (d, J = 7.0 Hz, 3 H), 1.36 - 1.56 
(m, 3 H), 1.79 - 1.90 (m, 2 H), 3.03 - 3.20 (m, 2 H), 3.56 - 3.77 (m, 3 
H), 4.45 (t, J = 7.7 Hz, 2 H), 6.36 (d, J = 8.4 Hz, 1 H), 6.92 -7.16 ( 

m, 7 H), 7.32 (d, J = 7.3 Hz, 1 H), 7.54 (d, J = 7.3 Hz, 1 H), 10.80 (s, 
1 H), 12.12 (s, 1 H). 
[0 0 8 6] 



N-((lR.2S)-l-(((3-((^^T5y)^^>U)7jt-^)T5y)*^4f-^)-2- 




tBIE#2 003-3105014 



2002-335661 _ 

[ftl 9] 




(2R,3S)-3-(lH->f ^ K-;V-3-^;W-2-(((4-:7^;V-l-^ij v^;u)#;i/** 
-;V)7</)^>i (95 mg) , 3-((yVf;V7^)^f;U)T-'J>-2^ 
^ (50 mg) ^J:^ WSC (65 mg) „ HOBt (45 mg) (07^F-h V >V (l mL) 
- THF (1 mL) m&mmzhV^frTSy (0.062 mL) £2jn*-> ^^16B#^ 
mWL/Zo S]£*#$E£lO «Kit h 'J VAmWL (1.5 mL) n*^^ 
(3 mL) X-mmLfz 0 Mmm*&)% (MgS0 4 ) «£ET^^@*L^ 0 51 £ 
£#^A^n^ h ^^-7 - (T5 y-7°n lf;Vyij ^ 
^jc^-;v = 5/1 ~~ 1/1 ^ i /4 _ wm.^Jl>) t|SL/;„ #£>*Lfc?i££ 
f^m^^^/IPE*e^L, Sffi^^^e^at L"C#fc (48 mg, J|X^40%) 

o 

lH NMR (300 MHz, CDCI3) 8 ppm : 1.57 (d, J = 7.2 Hz, 3 H), 1.62 - 1.68 ( 
m, 2 H), 1.83 (d, J = 12.0 Hz, 2 H), 2.20 (s, 6 H), 2.60 - 2.70 (m, 1 H) 
, 2.78 - 2.94 (m, 2 H), 3.30 (s, 2 H), 3.54 - 3.64 (m, 1 H), 4.03 (d, J 
= 13.7 Hz, 1 H), 4.15 (d, J = 12.7 Hz, 1 H), 4.82 (t, J = 8.4 Hz, 1 H), 
5.48 (d, J = 8.1 Hz, 1 H), 6.93 (d, J = 7.3 Hz, 1 H), 6.99 - 7.03 (m, 2 
H), 7.08 - 7.23 (m, 6 H), 7.27 - 7.34 (m, 4 H), 7.72 (s, 1 H), 7.76 (d, 
J = 1.8 Hz, 1 H), 8.39 (m, 1 H). 
LC/MS (ESI) m/z 538 (M+H+). 
[0 0 8 71 

N-((lR,2S)-l-(((3-((v^^75 ;)*+)V)y^~)V)T^ / ) # ;ix)_ 2 _ 



HJfE# 2003-31050 



2002-335661 ^- v : 71/ 



(lH-^f > K-;l/-3--f fr) y°u -4-(4-"7 n y y ^ v)-l- kf ^ 'j v > * 
[<b2 0] 




9 
XX 



lH NMR (300 MHz, DMS0-d 6 ) d ppm : 1.30 (d, J = 7. 1 Hz, 3 H), 1.35 - 1.55 
(m, 2 H), 1.78-1.93 (m, 2 H), 2.13 (s, 6 H), 3.04 - 3.22 (m, 2 H), 3.33 
(s, 2 H), 3.53 - 3.64 (m, 1 H), 3.64 - 3.80 (s, 2 H), 4.40 - 4.53 (m, 1 
H), 4.61 (t, J = 8.7 Hz, 1 H), 6.54 (d, J = 8.8 Hz, 1 H), 6.84 - 7.03 ( 

m, 4 H), 7.04 - 7.17 (m, 3 H), 7.22 - 7.29 (m, 2 H), 7.31 - 7.40 (m, 2 H 

), 7.58 (d, J = 7.8 Hz, 1 H), 9.81 (s, 1 H), 10.75 - 10.82 (m, 1 H). 

LC/MS (ESI) m/z 572 (M+H+). 

4-s< y ( (1R, 2S)-l-(((3-((y^W^)^f;i/)7x^)75y)* 

Mk2 i] 



0 



4-^>v;i/-N-((lR,2S)-l-(((3-((v ? ^^-;i/T^ y)^^;v)-7^-;v)r^y)^ 
;i/^;i/)_2-(lH-^ > K-;i/_3_^ )V)y°u t?;i/)-l-tf^i; /HJ?*^ ^ K 



miiE# 2003-3105014 



WM 2002-335661 



^-v: 72/ 



Ut2 2 J 



N- ( (ir, 2S) ^l- ( ( (3- ( ( v* y r ^ y ) y *}-)V) y x. - ;v) r ^ 7 ) * /u) -2- 
[ft 2 3] 



[0 0 8 8] 

N-((lR,2S)-l-(((4^nn-3-((y^^7^y)^f^)7x^^)r^/)*;v 
sK - _2- (ih- -f > K— ;v-3- -f ;v) e )V) -4-(4-7Wn7x;^ *» _i_ n° 

[ft 2 4] 



^Mi#!l7 

N-((lR,2S)-l-(((2-^nn-5-((yy^;vr^y)y^;W7^-;v)T^y)?&^ 
sjf - ;u) -2- (1H-- < > K— ;U-3- )V) *f n tf -4- (4- "7 ;v sj- n ~y j. y * v ) -1- tf 





tBIE# 2003-3105014 



002-335661 



[ft 2 5] 

: HN 



r ""y 0 

0 



N-((lR,2S)-l-(((3-((v ? ^^-^T^ y)^f^)-4-^f^7x-^)75 
^-;^)_2-(ih-^ > K-^^)y D eA/)^-(4-7Wn7xy*'»-i-e 

[ft 2 6] 




N-((lR f 2S)-l-(((5-((^^T5 ;)^^^7i-*)T5/)5>^ 
^-;i,)-2-(iH--r > K-W/l/)7 , n^)4-(4-7^tn7x>'^5/).i.e 

[ft 2 7] 




[0 0 8 9] 

HifcMio 



ttitE# 2003-3105014 



002-335661 _ ^-v*: 74/ 

N-((lR,2S)-l-(((3-((yVf;l/7^)^f;i')4-7;^n7x-;V)75/)* 
;i/^-;v)_2-(iH-^f > K-;i/-3-^ )V) fu \£)\>)-4-(A-y )V* u y * j * 

Hfc2 8] 

jog. 




N-((lR,2S)-l-(((5-((v^f-;VT5 ;)^f^)-2-7Wn7x-^)r^ 7)* 
;V^-;i,)-2-(iH--r > K-^^)"/ne/l/)4-(4-7)l'tn7x/*^)-l. 

Mt2 9] 




H«!ll2 

N- ( (1R, 2S) -1- ( ( (3- ( ( *J* * )\> T \ J ) * * )l>) 7 - ;V) 7 ? y ) * ;i/ )V) -2- 
(m-J y K ^-3 — f ;p) 7"n -4-(4-7Hn7x- ;u) -l- 'J v > * ;v 
K 

Mb 3 o] 




p 



tBSE#2 003-3105014 




#M 2002-335661 



: 75/ 



4-(4^Dn7x-;l/)-N-((lR,2S)-l-(((3-((^^f^7^)^f;V)7x-^) 
T 5 y ) *;v^;i/)-2-(lH-^f > K-;v_3-W :/n fc?;v)-i-e^ij $»j&/m* 

Mfc3 1] 




N- ( (1R, 2S) -1- ( ( (3- ( ( v y =f- )V T ^ J ) y <f- )V) 7 x. - )V ) T ^ J ) # ;V )V ) -2- 
(lH-f y Y-)V-2-<i ;^)7°nt:;V)-4-(4-^^^ < 7a:-;i/)-i-tr^'; 

Mb 3 2] 



[0 0 9 0] 

N- ( (1R, 2S) -1- ( ( (3- ( ( ^ y *f- )V T S y ) * =f- )V) y i - ;t-) T < y ) * ^4?- ;v)-2- 
(lH—f > K-;i/-3--f ;v)-/ne;i/)-4-(4-y h ^f-> "7 jc-;i/)-i-kf^i; 
#4MM K 



ffiSE# 2003-3105014 



!%m 2002-335661 



^-v! 76 



Ut3 3] 



N-((lR)-2-((3-((v^;V7^ y)^f-^)7x^jv)7 5 /)_i_QH-^ > K-;W- 
3-^ ;i/^f;i/)-2-t^Vxf;v)-4-7x^;i/-l-HV'; K 
Hb3 4] 




^»J17 

N- ( (1R) -2- ( (3- ( ( v ^ ^ ;v r 5 y ) ^ y ^ ~ r ^ J ) -l- (iH--f > K - 
3-^;l/^f;l/)-2-t^Vxf;v)-4-(4-7;^n7xy^y)-l-b'/<'J v ^ # )V 

Hb3 5] 




H»lll8 

tert-T*^ 4-((((lR,2S)-l-(((3-((yy^;UT<y)^^;i')'7i^;U)T5/) 
# A.3j?- ;i/)-2-(lH--f > K-;v-3->f )V) ?u tf;v) 7 ^ J ) # ;v>K-;i/)-i- 



miE# 2003-3105014 




[0 0 9 1] 

N- ( (1R, 2S) -2- (lH-'f > K - ;V-3--f -1- ( ( (3- (1- fcf n ij *J - )V^^)V)y^~ 
Hb3 7] 




^M^!I20 

4-(4--7;^^a-7^^;u)-N-((lR,2S)-2-(lH-^ > F-frS-J ;v)-i-(((3-(l-tf 
n y -7 jc t ^ 7 ) * 7°n k?;i/)-i_e^ y ft )Vtf 

[lfc3 8] 




F 



H«!I21 

4-(4-7;P^-n7ac/d^»-N-((lR,2S)-2-(lH--r > K — ;V-3-^f -1- ( ( (3- (l- 
enyi;i^f^)7x-/i/)75y)^ ;l/ # - ;w) y n kT;v) -1- e ^ y v > * ;v 



ffiSE# 2003-3105014 



Wm 2002-335661 



78/ 




[ft 3 9] 



;»J22 



N- ( (1R, 2S)-l-(((3-((y^W^/)^f;v)7x^;v)75 7)^^ ;v) -2- 
(lH-'f y K-w^)yn^)4-(3-7^*n7i^)-l-^'J 

[ft 4 0J 



[0 0 9 2] 

&ffc0l23 

4-(2,4-v-7;ix^n-7^-;v)-N-((lR,2S)-l-(((3-((v^^;VT^ 

i - ;v) T 5 y ) * ;v ;v) -2- (ih-W > K - ;v-3- >f ;W 7°n e ;v) -i- y v > 

[ft 4 1] 





l£»J24 



ffiSEijf 2003-3105014 



#M 2002-335661 



^- v : 79/ 



• 



N- ( (1R, 2S) -1- ( ( (3- ( ( V * * )V T S J ) * ^ )V) 7 x. =. ;V) y \ ; ) # ;v - } v) -2- 
(lH-^r > K-^-3->f^)rn^)4-((4-7^D7xi^)ft)-i-^ij v 

Mfc4 2] 



N-((1R, 2S)-l-(((3-((v^ ^;VT ^ y ) p< 7x-^) T ^ y ) # )V^z.)V)-2- 
(1H--T > K— ;w-3->f ;v) y n e ;v) -4-((4-7WD7x- )V) x - ;v) _i_ tf 

[It 4 3] 




tli&0»26 

N-((lR.2S)-l-(((3-(($>**-/l/TS /)^f^)7x-;V)7^)*Mijl')-2- 
(lH--f > K-;v-3-^;w)7 p n tf;v)-4-(4--7^^-n^>vM ;i/)-i-tf^'j v^ij 

Mfc4 4] 




tx 




ttJSE# 2003-3105014 



#M 2002-335661 



^-v: 80/ 



# 



[0 0 9 31 

mmm27 

N- ( (1R, 2S) -1- ( ( (3- ( ( v * ^ )V T 5 J ) jrf f- )V) y ^ - T 5 J ) U ;V ;]/) -2- 
Mb 4 5] 



N-((lR,2S)-2-(lH--r > K-;V-3--f;l/)-l-(((3-(l-tf^V y^Mf)P)7x- 
Mb 4 6] 



H»U29 

N-((lR,2S)-2-(lH->f > K-;i/-3--T ^)-l-(( (3- (4-*)Uy * V =.)\>* *f-)V) y * 
— ;v) T ^ y ) * ;u sK— t 9 n tf ;v) -4- 7 jc — ;v-l- tf ^ y v v Jj ;v sj* f < K 
Mb 4 7] 




XXjk 





mtiE# 2003-3105014 



Sfcm 2002-335661 




N-((lR,2S)-l-(((3-((i;^f;l'T5y)^f^)7x^^)T^)*;i'*'-;l/)-2- 
[it 4 8] 




[0 0 9 4] 

^MM31 

N-((lR,2S)-l-(((3-((v ? y^;VT5y)y^;i/)y J L~;v)T5y)*;i/^-;v)_2- 
(1H->T > K-;v-3--f ;v)y°n t:;v)-6-^f ;i/-3,4-yt Kn-2(lH)->f v^/'J> 

[ft 4 9] 




6-^nn-N-((lR,2S)-l-(((3-((> f ^^;UT5y)^^;v)y i ^;i,)T5y)^;ix 
j}?-;i/)-2-(iH--r > r-)V-3-4 ;u) H°;i/)-3,4-yt: Ku-2(lH)->f y^yj 

[ft 5 o] 




mm 2003-3105 



&m 2002-335661 



82/ 



mm33 



N- ( (1R, 2S) -1- ( ( (3- ( ( V * )V T 5 J ) * f - 7 - n,) T X J ) ft A, )V) -2- 
(1H-4 > ;v)7°n tf;v)_4 ( 7-vH Kofxy [2,3-c] tfV v>-6(5H)- 

lit 5 1] 




H»!l34 

N-((lR,2S)-l-(((3-((v^^^T^y)^f-;v)7^^;v)T^y)^;v^;V)-2- 
(m-4 > K-;i/-3->f /i/) :/n e^)-6-7^*n-n3,4-^i: Kn-2(m)->f v^yj 

Mb 5 2) 



[0 0 9 5] 

HJfeM35 

N-((lR,2S)-l-(((3-((^^^;VT5y)^^-;i/)-5-(bV7;i/^np{^-;u)7i- 
[tt5 3] 





,j5u. 



ffitiE# 2003-3105014 



2 0 0 2 -3 3 5 6 6 1 ^- v : 83/ 



N-((iR,2S)-l-(((2-^nn-5-((v ? p<^;i/T 5 / )^f;i')7i^)7^ y)#;v 



K 

Mt5 4] 




H»J37 

N-((lR.2S)-l-(((5-((^**-/U7$ y)^f;V)-2-> h^v7x-;i/)7^/)* 
;v^-;v)_2-(iH--f > F-;W3-^ 7°n tfjl/)4-7x^;M-^'J y 

WIS 5 5] 




lH NMR (300 MHz, CDC1 3 ) 8 ppm : 1.57 (d, J = 7.2 Hz, 3 H), 1.60 - 1.70 ( 
m, 2 H), 1.82 - 1.87 (m, 2 H), 2.20 (s, 6 H), 2.61 - 2.72 (m, 1 H), 2.81 
- 2.95 (m, 2 H), 3.31 (s, 2 H), 3.50 - 3.61 (m, 4 H), 4.04 - 4.17 (m, 2 
H), 4.94 (t, J = 8.0 Hz, 1 H), 5.38 - 5.41 (m, 1 H), 6.65 (d, J = 8.5 H 
z, 1 H), 6.91 (dd, J = 8.4, 2.1 Hz, 1 H), 7.08 (d, J = 2.4 Hz, 1 H), 7.1 
0 - 7.24 (m, 5 H) 7.29 - 7.34 (m, 3 H), 7.78 - 7.81 (m, 2 H), 8.10 - 8.1 
3 (m, 2 H). 

LC/MS (ESI) m/z 568 (M+H+). 



aif£if#2 003-3105014 



002-335661 ^ : 84/ 



N-((lR,2S)-l-(((5-((v^^;i/T S ;)^f^)-2-7;^n7xz;v)7^ y)# 
Kt5 6] 



[0 0 9 6] 

N-((lR,2S)-l-(((5-((v^^7< y)^f;i/)-2-^f^7x^;v)7> 
^-;l^)_2-(iH-^ > K-^^^yo H°;V)-4-7o:^;V-i-fc 0 ^i; ^>#;W1? 

Ut5 7] 




HMM40 

N- ( (1R, 2S) -1- ( ( (3- ( ( * ^ )V T ^ J ) ^ ^ )V) y ^ - )V) T ^ J ) U )V ** =. )V) -2- 
(lH-f > K-;v-3-^ )V) tf ;v)-4-(2-^ f-;V7 ^-;i/)-i-tf^i; 



tBSE# 2003-3105014 



2002-335661 ^ v : 85/ 

[tt5 8] 



lH NMR (400 MHz, DMSO-dfi) 8 ppm I 1.33 (d, J = 6.8 Hz, 3 H), 1.37 - 1.51 

(m, 2 H), 1.60 (m, 2 H), 2.14 (s, 6 H), 2.31 (s, 3 H), 2.74 - 2.92 (m, 
3 H), 3.30 (s, 2 H), 3.60 - 3.65 (m, 1 H), 4.16 (dd, J = 22.8, 14.0 Hz, 
2H), 4.66 (t, J = 8.4 Hz, 1 H), 6.45 (d, J = 8.5 Hz, 1 H), 6.89 - 7.18 ( 
m, 8 H), 7.26 - 7.29 (m, 2 H), 7.37 - 7.39 (m, 1 H), 7.42 (s, 1 H), 7.62 

(d, J = 7.8 Hz, 1 H), 9.81 (s, 1 H), 10.80 (d, J = 2.0 Hz, 1 H). 
LC/MS (ESI) m/z 552 (M+H+). 
3dfc#!!41 

4-(4-^nn7^^;V)-N-((lR,2S)-l-(((3-((v ? ^^-;VT^ S) *?-)V)7 ^-)V) 
y)#;i^~;i/)-2-(lH--f V )V)~7u \£)V)-Z,e>-VM Kn-l(2H)- 



lit 5 9] 




ci 



N- ( (1R, 2S) -1- ( ( (3- ( ( i> * ^ )V T 5 / ) ^ f- )V) 7 ^ - )V) T ^ J ) J3 )V )V) -2- 
(m-jy K-^-3-^ )V)y°u tf;l/)-4-(3-( 1^ V 7 )VOru 7 



tUfE#2 003-3105014 



* 



2002-335661 



v : 86/ 




[0 0 9 7] 

4-(4-^nn-7^ > =.;v)-N-((iR,2S)-l-(((3-((v^^;UT^ 

y)^;v^^;i/)-2-(iH-^ > K-;v-3--r;v)yotf;i/)_4-n Kn^y-i-t?^ 

[ft 6 0] 



lH NMR (400 MHz, CDC1 3 ) d ppm I 1.58 (d, J = 7.1 Hz, 3 H), 1.65 - 2.04 ( 

m, 5 H), 2.32 (s, 6 H), 3.19 - 3.34 (m, 2 H), 3.46 (s, 2 H), 3.54 - 3.63 
(m, 1 H), 3.78 - 3.93 (m, 2 H), 4.81 (t, J = 8.4 Hz, 1 H), 5.54 (brd, J 
= 7.6 Hz, 1 H), 6.96 (d, J = 6.9 Hz, 1 H), 7.03 (s, 1 H), 7.07 - 7.18 ( 

m, 5 H), 7.30 - 7.37 (m, 5 H), 7.73 (brs, 1 H), 7.77 (d, J = 7.8 Hz, 1 H 

), 8.65 (brs, 1 H). 

LC/MS (ESI) m/z 588 (M+H+). 



N- ( ( 1R, 2S) -1- ( ( (3- ( ( *J * )V T % J ) ^ ^ )V) 7 x. - )V) 7 ^ J ) U )V )V) -2- 
(lH--f y K-;W3— { A/)7u\£jH/)-4-\z Fn^y-4-7 jc — ^/-l-tT^y Wljfr 




,-OLjL 



H*fe#!l44 



tttiE#2 003-3105014 



2002-335661 




^-v: 87/ 




[ft 6 i] 

r HN 



lH NMR (400 MHz, CDC1 3 ) $ ppm : 1.57 (d, J = 7. 1 Hz, 3 H), 1.64 - 1.74 ( 
m, 3 H), 1.91 (td, J = 12.9, 4.6 Hz, 1 H), 2.02 (td, J = 12.9, 4.6 Hz, 1 

H), 2.19 (s, 6 H), 3.26 (td, J = 12.9, 2.2 Hz, 1 H), 3.30 (s, 2 H), 3.3 
4 (td, J = 12.9, 2.2 Hz, 1 H), 3.56 - 3.64 (m, 1 H), 3.82 (brd, J = 12.9 

Hz, 1 H), 3.93 (brd, J = 12.9 Hz, 1 H), 4.83 (t, J = 8.3 Hz, 1 H), 5.52 

(brd, J = 7.6 Hz, 1 H), 6.94 (d, J = 7.6 Hz, 1 H), 7.01 (s, 1 H), 7.09 
- 7.45 (m, 11 H), 7.68 (brs, 1 H), 7.79 (d, J = 7.8 Hz, 1 H), 8.39 (brs, 

1 H). 

LC/MS (ESI) m/z 554 (M+H+). 
HJfe#!l45 

N- ( (1R, 2S) -1- ( ( (3- ( ( v ^ ^ )V T ^ J ) ^ ^ )V) 7 jo. ^ )V) T ^ J ) # )V )V) -2- 
(1H--T y Y-)V-Z-4 )V)y°u\£)v)-A-{^-^^-)vy ^=.)V)-\-\d^) yyjuvtf 

Ift6 2] 



N-((1R, 2S)-l-(((3-((vp( f^7< J)**f~)\')'7x. — )\')T'$.J)J] )U)-2- 
(1H-^ > K^;i/_3_^ ;i/)ynkf;^)-4-(3-^ h ^ v7^-;u)-i-tf^»; *jyjj)V 




ffi!E# 2003-3105014 



* 



#M 2002-335661 



i-if: 88/ 



Ute 3] 



[0 0 9 8] 

H»U47 

N-((lR,2S)-l-(((3-((v^^^T5 y)^f;V)7x^;V)75 y ) #;w^;v)-2- 
(1H--T y tf;v)_i_^ yy\)yj] )V^^ * K 

[ft 6 4] 




HM0048 

N- ( (1R, 2S) -1- ( ( (3- ( ( V y T)V T < J ) y *f- )V) 7 7 3 y ) * JU tf- ;u) -2- 

(1H-W > K-;v-3--T;w)rni;';i/)-i,3-^t KD-2H--T y-f ^ K-;i-2-#;w-K 

Mb 6 5] 




N-((lR,2S)-l-(((3-((yy^;l/7^y)p{^^)7 J i > =.;v)7^y)5&;i/^;i')-2- 

(lH-f ^ K-;v-3--f ^)7ntfA/)-4-(i-t7f^)-i-^y 

K 
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0 
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^-v: 89 



[flse 6] 




N- ( (1R, 2S) -1- ( ( (3- ( ?-)VT * y ) y "7 x. t 5 y ) * ;v) -2- 
(lH->f > K- W ;p) e;v)-4-(4-7;v t n 7 x-;v)-3,6-^t Kn-i(2H 

me 7] 




[0 0 9 9] 

N- ( (1R, 2S) -l- ( ( (3- ( ( v y ^ ;i/ r 5 y ) y ^ 7 j. - ;v) r 5 y ) * ;i/ -2- 
(1H--T > K - ;V-3--f ;v) tf;v) _4_ (2-y )Vjru?x-)V)-\-\£^) y > # ;i> 

Hfc 6 8] 




HM^J52 

N-((iR,2S)-i-(((3-((v ? y^;i/T^y)y^;v)7i^;i/)T5y)*;v>K-;v)-2- 

ffiSE#2 003-3105014 



#JM2 002-335661 

(lH-'f y K-^-3-^;u)^n^)4-(2-(hV 7^* n -7 ji 6- 

vli Kn-l(2H)-£° V K 
[ft 6 9] 




[0 1 0 01 

§S^JM 1 

(1) mmmix-nhtLtziK&m 50. o mg 

(2) 7* 3 4. omg 

(3) F^n 3 y» ! 0> 6mg 

(4) FHn^ygS 5. Omg 

(5) Xt-TV 0. 4mg 

(6) ft; W1^->^^;i/>fe;i/P-^;ft;t/->^A 2 0. 0 m p 

ft 1 2 0 . 0 m g 

_bffi (i) ~~ ( 6 ) Zm&k, *SW*fcJ:9iTttU H&J£#S 

o 

[0 10 1] 

W002/16350lCfBi&<7>fc h • WhX^^>Hr-7°^-2|§3E|CHOm^ 

sstr2-hs5-9»t, mkit^mo^m^m^mmm (%) 

/Co 

21\ SSTR2— HS5 — 9 (lXlO^fi) £ 5 mM E D T A £r$SiJP Lfz 

vymmffitkmtti&k (pbs-edta) iz&j&mtm>bLtz 0 mm^uy 

M:ttffl*m-fA«;7 7- (10 mMNaHC03. 5 mMEDTA. 
PH7.5) £10 mlinx.x h n y 4 if- £ffiv>T*^ v*- h t 

fc„ 4 0 OXgTrl 5#ra&'kLTft&*ifc±i&£Sls>fcl 0 0, OOOXgf 
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91/ 



0 




- [25 mMTris-HCK 1 mMEDTA (xfl/>i;7? >m8&80 „ 
0.1% B SA (^vjflLtfT^y^ » , 0.25 mM PMSF (7x-;Mf 
;^;Kt-;V7^t7'f K) % 1^/g/ml ^:/;**^>\ 2 0^g/ml tt^T 6 ^ 
1 0 pg/ml 7^7t7U'^ pH7.5] KM^U 1 0 0, 0 0 0 X 



£ <9 «£ ? H L T# h flfz SSTR2— HS 5-9IMi^7 7-b-ffflA 
yyr- [25 mM Tr i s-HCK 1 mM EDTA (xfv^yr^ 
W) . 0. 1% BSA (-7 vJfiiyfT^^^ ^) , 0 . 2 5 mM PMSF (7x^ 
^^f;l/^;Ktx^7;^7^K) , 1 ^g/ml *<7A?r> y 2 0^g/ml n^f 
10^g/ml 7U7=f7U'>, pH7.5] "CMtt 3 M g/ml t 

u j-^~7*ki 7 3 /ui-r^fr&Ltzo w.mt^^mmLtzDMsomm.2 

/ult, 2 0 0 vM<DWC^mmtV^ 1 4 (125i-yvb^^f 

v- 1 4 : rvv^AitjR) 2 5 ^ ltzmmzmaLtio *t*m&*imfe-t 

%>tz£>K, DMSO 2^1^ 2 0 0 pMO 1 2 5 i _ y v ^ 2 5 M 1 t £ 

*imLfcRjSjfc*HtlLfco ^#I«I^^I^t-5,f:ii)t:, lOO^M 

©yvf^^fX7)DMSOM 2^1^200 pMOl 2 5 i-y 7 ^^ 

>-i4v>mm 2 5 vit&muLtzKiBmbmmizmmLtzo 2 5tt6o^ 

WSlE 'J x f 1/ > 5 ^ M L 7 7 f y > ^ 7 7 7 - (G 

f-b) zm^xKBmzw.?\?>mLtz 0 *>mt, y-xyyt-zm^xz®. 
> &Wfci\:&m (10-610 otite-lfi** (%) ***^ 0 i^s- [^i] ^^-t 



(TB-SB) / (TB-NSB) X100 

s b : wmt&m*iBx.tz t § <Dtmm& 
nsb: mmm*tmm& 
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[*1] 







1 


98 


2 


100 



[0 10 2] 

SUM* 2 * =f OfftBttft 

jr»*x>mm*. i-m^n (i-7>fyh^ *jhv>t. ?y 

«S»«»0^*^«tfcoS6J <&W#** r^**=f>fl* (% of contro 
1) J fcLT**fco [^2] IZTF-T, 

[*2] 







1 


9.R 



tBffiE#2 003-3105014 



#12 0 0 2-3 3 5 6 6 1 ^-i; 

[0 10 3] 
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mm 



Za-Ya-^^Y-Z (I) 
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m m a m m m m. 



1. tl^IH 

ft ft 
ft £ 



[000002934] 
1992^ 1 J! 2 2 B 
^KJff^cKTff +*IZ3t^»riaTB 1 # 1 



